T he relation between anxiety and depression remains debatable. Historically, these 2 have long been considered part of the same condition, with anxiety symptoms being subsumed under the rubric of depression (1) . However, as anxiety symptoms have become more sharply defined, and as differences among them have become clearer, a larger debate has arisen about the links between these 2 conditions. This debate has involved issues of nomenclature, diagnostic criteria, underlying biochemical mechanisms, and treatments. Uncertainty continues regarding the identification, diagnostic criteria, and best treatment practices for patients with symptoms of both depression and anxiety. This is important, since the presence of both types of symptoms is associated with increased psychosocial impairment and higher rates of atypical depression, disability, and suicide, along with poorer prognosis and more chronic course, than is the case for patients diagnosed with depression alone (2, 3) . Whether this worse prognosis is a result of clinician nonrecognition, inadequate treatment, or noncompliance remains unclear (4) .
Since the publication of DSM-IV, an increasing number of studies have examined patients with unitary diagnoses of specific anxiety disorders, focusing particularly upon treatment options. Several recent studies have investigated the best treatments for both generalized anxiety disorder (GAD) (5-9) and seasonal affective disorder (SAD) (10) (11) (12) (13) (14) (15) (16) . However, these studies have either focused on the relatively few patients with these conditions who do not have comorbid Axis I diagnoses or examined samples wherein the number of comorbid patients with major depressive disorder (MDD) was 10% or less.
Comorbidity
There is increasing recognition that MDD and anxiety disorders are common comorbid diagnoses and that the risk of disability is increased when they occur together (17) . However, the clinical relevance of recent studies in anxiety disorders is limited by the findings that many GAD (18) and SAD (19) patients have comorbid diagnoses, even though comorbid patients were specifically excluded from most studies. It is now recognized that comorbid diagnoses occur frequently with MDD: in 2 recent large studies, between 60% and 65% of MDD patients had a comorbid Axis I diagnosis (20, 21) . Both studies reported that, among all MDD patients (n = 7760 and n = 478, respectively), 57% had a comorbid anxiety disorder. These findings are strikingly similar to the findings from national comorbidity studies, which found that 58% of patients with a lifetime diagnosis of MDD had a comorbid anxiety disorder (22) . If comorbidity with Axis II disorders is also included, the percentage of MDD patients with comorbidity increases to 79% (23) . From the evidence available to date, Rapaport has concluded that "comorbidity of depression with other psychiatric disorders is the rule, not the exception" (24) . It is also clear that this comorbidity is not limited to treatment-resistant patients (25) and that it occurs throughout the life cycle, from adolescent MDD to that occurring in geriatric populations (26) (27) (28) (29) .
Defining Anxious Depression
Despite the evidence that MDD and anxiety disorders are more frequently comorbid than separate, and despite its long history, there is still no clear understanding of what the term "anxious depression" actually means (30) . Thus, when considering this term, it should be recognized that patients can manifest symptoms of depression and symptoms of anxiety in 3 separate ways (31): as comorbid MDD and anxiety, as MDD with subthreshold anxiety, and as subthreshold depression with subthreshold anxiety (Figure 1 ). One suggestion to characterize anxious depression is to use it only when there is a clear comorbid diagnosis (32) . However, this use would ignore 2 groups: patients with major depression who have symptoms of anxiety disorders but in whom these anxiety symptoms do not meet diagnostic criteria ( Figure 1, B) ; and patients who have depressive symptoms and anxiety symptoms, neither of which meet diagnostic criteria (Figure 1, C) . Although this latter occurrence is commonly seen by primary care physicians (33) (34) (35) (36) and is recognized in the ICD-10 as the diagnostic entity "mixed anxiety and depression" (37), it is not recognized in the DSM-IV. Given these 3 possible types of interaction between depression and anxiety symptoms, it is not clear which groups, if any, should be included in the term anxious depression. Nonetheless, there is good evidence that the term may have clinical utility, particularly in nonmelancholic patients (38, 39) . As noted, however, "anxious depression would not include the patients with subthreshold anxiety disorders who are seen frequently in primary care. Previous reviews have noted the lack of research in this area (40) , and without clear guidelines, research is unlikely to proceed further. For these reasons we propose that the following terms be used:
1. MDD with an anxiety disorder should continue to be accurately described as comorbid.
2. MDD with subthreshold anxiety symptoms should be termed "anxious depression." 3. When both depression and anxiety symptoms are subthreshold, this should continue to be termed "mixed anxiety and depression," as in ICD-10.
4. When studies are being carried out on more than 1 of these groups, we suggest the term "anxious depression spectrum" be used.
Further, to help research in the group with anxious depression (as defined above) we suggest that any future studies in this patient population only include those patients who have a score of at least 18 on the Hamilton Depression Rating Scale (HDRS) and at least 9 on the Hamilton Anxiety Rating Scale (HARS). This would allow consistent comparisons between studies. In terms of treatment effectiveness, we suggest that the primary outcome measure be remission rates, which for anxious depression patients should be defined as posttreatment scores of 7 or less on both the HDRS and the HARS. Such standardization will allow more detailed research to be carried out and will also allow better future comparison between studies. We are not aware of any study to date that has used these suggested criteria prospectively in this group of patients.
Clinical Trials
To try to understand the best treatment for anxious depression (as we have defined it), we reviewed studies in which the evaluation criteria included a diagnosis of depression with concurrent anxiety symptoms. We examined all randomized clinical trials (RCTs) or metaanalyses from RCTs that met this criteria. However, we excluded studies with comorbid psychiatric or medical conditions. In trials that evaluated anxiolysis prospectively, a minimum anxiety level was required. The criteria for baseline anxiety varied from study to study. For the sake of completeness, we also included studies that retrospectively analyzed effects. We recognize that direct comparisons of studies are difficult, owing to marked differences in patient populations, diagnostic criteria, drugs studied, the use of double-blind methodology, and the use of placebo. It is also important to note that these studies cannot necessarily be generalized to the clinical situations in which comorbid MDD and an anxiety disorder occur or in which both depression and anxiety disorders are present, but neither reach diagnostic thresholds (that is, mixed anxiety and depression). It should also be noted that we have focused on recent studies because it is hard to examine older studies for 2 reasons: First, prior to DSM-III-R, diagnosis was hierarchical, with anxiety symptoms being subsumed under the diagnosis of MDD. Only since DSM-III-R have comorbid diagnoses been encouraged. Consequently, older studies may not have tremendous relevance. Second, GAD was only recognized in its current form in DSM-IV, and studies before its publication are not directly comparable with studies after this period. For these reasons, and also because many excellent reviews of the older literature are available, we limited our review to studies published since 1994. We describe the studies in reverse chronological order (that is, oldest first).
Rampello and others studied the specific dopamine reuptake inhibitor amineptine and compared it with amitriptyline in a randomized, placebo-controlled, double-blind trial (41) . Outpatients with a primary diagnosis of depression and exhibiting at least 8 of 12 anxiety-related symptoms were enrolled. Amitriptyline treatment significantly reduced depression and anxiety scores on the HDRS and the HARS after 2 to 3 weeks of treatment, with improvements continuing until the end of treatment (6 weeks). In contrast, amineptine did not significantly improve results on these scales and even seemed to worsen some symptoms. A metaanalysis of 6 randomized, placebo-controlled, double-blind trials, which varied in length from 6 to 8 weeks, evaluated nefazodone's effectiveness in relieving anxiety symptoms in MDD patients (42) . Patients had to have a baseline HDRS score of 18 or more. The analysis included 184 patients who received nefazodone, 288 who received imipramine, and 345 who received placebo. Both active treatments significantly improved depressive symptoms (according to HDRS scores) and showed a higher proportion of responders than did placebo. Both also significantly improved anxiety symptoms, compared with placebo. A metaanalysis compared the efficacy of moclobemide, a reversible monoamine oxidase inhibitor (MAOI), with the tricyclic antidepressants (TCAs) imipramine, amitriptyline, mianserin, and maprotiline in 2416 patients with agitated anxious depression (43) . Data were included from 40 trials, 38 of which were double-blind and 2 of which were single-blind. Of the 40 studies, 14 were inpatient, 14 in-and outpatient, and 13 outpatient trials. Patients were treated for 4 weeks. Results of this metaanalysis indicate that all drugs have similar antidepressant and antianxiety efficacy.
The efficacy of the SSRI paroxetine was compared with the TCA clomipramine in a double-blind prospective trial in patients who had depression associated with anxiety (44) . The trial evaluated 1002 outpatients during 12 weeks of treatment with either paroxetine, up to 40 mg daily (n = 500), or clomipramine, up to 150 mg daily (n = 502). Both drugs effectively treated depression and anxiety symptoms. A metaanalysis of 6 double-blind, placebo-controlled trials retrospectively compared the serotonin-norepinephrine reuptake inhibitor (SNRI) venlafaxine with the TCA imipramine and the SSRI trazodone (in different studies) (45) . Patients were categorized retrospectively as being anxious if they had a baseline score of 2 or higher on the HDRS item "psychic anxiety." A total of 1398 met the criteria for anxious depression. In these studies, venlafaxine was superior to placebo; in 1 study, it was also superior to imipramine, although not in the other imipramine study. No differences were found between venlafaxine and trazodone.
A double-blind trial compared the effects of fluoxetine and amitriptyline on anxious-agitated MDD, evaluating 142 patients treated for 10 weeks (46) . Both fluoxetine and amitriptyline treatment resulted in significant reductions from baseline in depression and agitation-anxiety scores, with no significant differences in treatment effects. A similar study compared fluoxetine with amitriptyline in patients with major depression and associated anxiety (47) . In this double-blind study, patients received either fluoxetine 20 mg (n = 77) or amitriptyline (n = 79) in a variable dosage (mean 138 mg daily) for 8 weeks. Again, this study showed no differences in the effects of the 2 treatments on either depression or anxiety.
A metaanalysis of 8 randomized, double-blind, placebocontrolled trials evaluated the effects of mirtazapine, compared with placebo, as treatment for MDD associated with anxiety symptoms (48) . Four of the trials included amitriptyline as an active control. Two separate analyses were completed: 1 for those with significant anxiety at baseline (mirtazapine, n = 161; placebo, n = 132) and 1 for those without (mirtazapine, n = 440; placebo, n = 351). Compared with placebo, mirtazipine treatment significantly reduced agitation-anxiety symptoms in both groups.
We previously examined the efficacy of 12-weeks' treatment with venlafaxine extended release and fluoxetine in a randomized, double-blind, placebo-controlled trial in patients with MDD and concomitant anxiety (49) . Venlafaxine and fluoxetine treatment resulted in significantly lower HDRS scores, compared with placebo. The proportion of HARS responders (50% or more change from baseline) was significantly higher with both venlafaxine and fluoxetine than with placebo. Of greatest interest was the finding that venlafaxine treatment resulted in significantly more HARS responders than fluoxetine treatment. This study was the first to suggest that combined serotonergic and noradrenergic reuptake inhibition may be more clinically effective than an SSRI alone when treating anxious depression. A separate pooled analysis of 5 double-blind, placebo-controlled, randomized studies in 1454 outpatients with MDD evaluated the ability of venlafaxine (n = 542) and fluoxetine (n = 555) to reduce anxiety symptoms. The intent-to-treat population was subdivided on the basis of their HDRS score on the item "psychic anxiety" (2 or less = moderately anxious, n = 861; more than 2 = severely anxious, n = 587). Venlafaxine significantly improved remission rates for patients with severe anxiety, compared with fluoxetine and placebo.
The efficacy and tolerability of fluoxetine in the treatment of patients with anxious depression was compared with sertraline and paroxetine in 108 patients diagnosed with MDD and high levels of anxiety (50) . All treatments resulted in significant improvements from baseline, with no differences among treatments. A pooled analysis of 2 double-blind, placebo-controlled studies evaluated the effectiveness of bupropion SR (n = 234) and sertraline (n = 225) on anxiety in depression patients (51) . Both drugs reduced anxiety, with no statistically significant differences between the 2 treatment arms.
Discussion
The nature of the link between depression and anxiety remains uncertain. However, a recent summary (54) suggests 3 possibilities: first, that depression and anxiety reflect the same phenomenon; second, that there is a factor common to both anxiety and depression; and third, that anxiety and depression are 2 separate entities. It is beyond the scope of this review to explore these possibilities in greater detail, but it is worth noting that the link remains unclear.
In terms of treatment, it can be seen from our review of relevant studies that overall comparisons must be limited, owing to the multiple differences among patients studied; the diagnostic criteria for patients; the methodologies, measurement instruments, and outcome measures used; and the type and dosages of antidepressants given. Also, some studies included placebo, while others did not, and study time periods also varied. Despite these limitations, some conclusions about treating this patient group are possible. First, it is clear that evidence exists to suggest a wide range of antidepressants effectively treat both depression and anxiety in this patient group. This is not a surprise, given the widespread evidence demonstrating the effectiveness of antidepressants in a range of anxiety disorders. Regarding comparative treatments for patients with anxious depression, the findings from studies to date suggest that so-called "dual-action" drugs that are reuptake inhibitors of both serotonin and noradrenaline (such as the SNRIs) may have greater clinical utility than drugs that are reuptake inhibitors of serotonin only. This, however, requires further research.
It is more clear that the concept of anxious depression has clinical utility, although this has not previously been defined in a manner that allows consistent research. Based upon the evidence to date, we propose that the term anxious depression be reserved for patients who meet diagnostic criteria for MDD and have subthreshold symptoms of an anxiety disorder (that is, patients who do not meet the diagnostic criteria for panic disorder, SAD, or GAD). However, potential problems regarding this proposed concept need to be recognized. First, there is currently no evidence to demonstrate that it can be differentiated reliably from the already-recognized concepts of comorbidity and mixed anxiety and depression. Second, this concept does not clarify how a case of anxiety disorder with subthreshold depression would be related to this category. Third, we have used an arbitrary cut-off point on the HDRS and the HARS; while based on a lot of earlier research, the cut-off has not been specifically examined for sensitivity and specificity in these patients. Despite these recognized limitations, we believe that this concept has significant clinical utility and we hope that our proposal will stimulate research in this clinically important area. Future research may well clarify these points. For such research, we suggest that studies in this population of anxious depression patients should only include those who have a score of at least 18 on the HDRS and at least 9 on the HARS. In terms of treatment effectiveness, we suggest that the primary outcome measure should be remission rates, which for anxious depression patients should be defined as posttreatment scores of 7 or less on both the HDRS and the HARS. Such standardization will allow more detailed research to be carried out and will also allow better future comparison between studies. Currently, we are aware of no study that has used these suggested criteria prospectively. The Canadian Journal of Psychiatry-Review Paper Résumé : Définir la dépression anxieuse : au-delà de la comorbidité Objectif : Depuis la publication du DSM-IV, il reste un groupe de patients souffrant de symptômes de dépression et d'anxiété qui ne sont pas bien classés. Nous avons donc voulu déterminer plus exactement le type de patients mieux décrits par l'expression « dépression anxieuse ». Nous avons également voulu examiner la documentation pour évaluer le ou les traitements les plus appropriés pour ces patients.
Méthode : Nous avons cherché dans la documentation médicale publiée après 1994 tous les articles contenant les termes pertinents, et évalué tous les articles possibles en détail pour déterminer ceux qui relèvent du diagnostic et ceux qui comportent des études cliniques utiles.
Résultats : L'expression dépression anxieuse peut englober 3 groupes de patients : ceux qui souffrent d'un trouble dépressif majeur (TDM) et d'un trouble anxieux comorbide; ceux qui souffrent de TDM mais avec des symptômes anxieux infraliminaires; et ceux qui présentent des symptômes dépressifs et anxieux infraliminaires (aussi appelé trouble anxieux et dépressif mixte).
Conclusions : Selon notre examen de la documentation, nous croyons que l'expression dépression anxieuse ne devrait être utilisé que pour le deuxième groupe, soit les patients souffrant de TDM avec des symptômes anxieux infraliminaires. D'après notre analyse de la documentation pour déterminer le traitement le mieux approprié pour ce groupe de patients, il semble probable que les inhibiteurs du recaptage tant de la sérotonine que de la noradrénaline puissent avoir une plus grande utilité clinique que les médicaments à simple effet comme les inhibiteurs spécifiques du recaptage de la sérotonine (ISRS). Cependant, il est également évident qu'il faut entreprendre beaucoup plus de recherche chez cet important groupe de patients afin que nous puissions mieux en comprendre la prévalence, les caractéristiques cliniques et le traitement.
